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REMARKS 

Claims 1, 10, 11, 15, 16, 18-21 and 25-29 are pending in the application. All of the 
claims have been finally rejected under Section 103 on new grounds: Claims 1. 10, 11, 15, 16, 
19-21, 25, 26, 28 and 29 are now rejected under Section 103 based on Rutanen (U.S. 
2005/0136490) in view of Boehringer (WO 98/39657). Claim 18 is now rejected over Rutanen 
in view of Boehringer and in further view of Cole (U.S. 6,656,745), while claim 27 is now 
rejected over Rutanen in view of Boehringer and in further view of Dart ("Rate Change of Serial 
(3-Human Chronionic Gonadotropin Values ..." from Annals of Emerging Medicine, Vol. 34, No. 
6 (1999) 703-710. 

In addition, claims 10, 15, 19, 20 and 25 are rejected under Section 1 12 as indefinite. The 
above amendment to claims 10, 20 and 25 places all of the claims so rejected in compliance with 
Section 1 12. In addition, claim 1 is amended in order to correct an error introduced in the prior 
amendment. It was intended that the text "to induce, at the first time " was to be deleted, and this 
text is now deleted without introduction of any new issues. As best understood from the final 
office action, the examination of claim 1 did not give any weight to that language which should 
have been deleted. Thus the actual deletion of the subject language brings the claim more fully 
into compliance with Section 1 12 without introducing any new issues. 

It is respectfully submitted that none of the above amendments introduce any new issues 
which require further consideration or searching. Because these corrections place the application 
in better condition for allowance or appeal, this amendment should be entered. 

Applicant and applicant's attorney thank the Examiner for the assistance provided in the 
telephone discussion of September 15, 2009, at which time the Examiner explained more 
specifically how the Rutanen reference has been relied upon to reject all of the independent 
claims as part of the combination of references applied under Section 103. During the telephone 
discussion it was explained to the applicant's attorney that the rejection of the claims is based in 
part on Table 2 and par 41 of the Rutanen reference. At the time of the telephone discussion it 
did not appear conclusive that the tests by which the data in Table 2 of the reference were 
obtained involved portable test units of the type which provide visually observable responses 
based on capillary flow of a sample . The argument which follows demonstrates that reliance 
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upon the Rutanen reference in combination with the Boehringer reference provides no more 
basis for obviousness than any of the prior rejections which have relied upon the Boehringer 
reference. 

As discussed in the patent specification, it is known in the prior art to track temporally 
variable concentrations of chemical species in fluids. However, assay methodologies for doing 
such have been relatively complex, normally requiring analytical or quantitative procedures 
which procedures require time-intensive laboratory analysis of blood or other fluids. See pages 1 
and 2 of the application which cite use of a Solid Phase Enzyme Linked Immunosorbent Assay 
(ELISA) at designated time intervals to monitor changes in hCG concentration. The ELISA tests 
require adding serum to an hCG microtiter well, and when hCG is present, it binds to an 
antibody in the well. When another antibody, i.e., a label, is added, it binds to the antigen- 
antibody complex, allowing for coloration that facilitates visual observation and 
spectrophotometric analysis. Concentration of hCG can then be determined based on color 
intensity. By repeating the ELISA test at time intervals, shifts in levels of hCG can be 
determined. Such quantitative measurement can reveal a decrease in hCG level, which may be a 
warning sign of a pregnancy complication. 

In view of this prior art, the invention according to claim 10 provides for use of multiple 
test units each containing a receiving zone and two or more regions each responsive to capillary 
flow of analyte at a different and measurably distinguishable sensitivity level. Each 
distinguishable sensitivy level is indicative of presence of a different amount of analyte in the 
source. On different occasions in time different samples from the same source may be brought 
into contact with different ones of the test devices to determine whether a change in health 
condition occurs. 

A rejection of claim 10 must identify a disclosure wherein tests are performed on at least 
two samples obtained from a source at two different times, i.e., comparable to the above example 
of an ELISA test, but , according to claim 10, both of the tests are performed on lateral flow test 
units wherein each of two or more regions are 

"responsive to analyte migrating from the receiving zone by capillary flow ... [with] the two or 
more regions on each test unit defining multiple measurably distinguishable sensitivity levels ..." 
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The only disclosure in the prior art combination of Rutanen and Boehringer, that concerns tests 
performed on samples obtained from a source at two different times, is in relation to Table 2 of 
the Rutanen reference. That table provides concentrations of secretions from patients. Data was 
obtained for each patient at multiple different times during a gestation period. In the telephone 
discussion with the Examiner it was understood that this Table 2 and paragraph 41 of the 
Rutanen reference were construed as disclosure of multiple test units each comprising a 
nitrocellulose membrane test strip having two IGFBP-1 antibodies in accord with Example 3 of 
Rutinen (see paragraph 80); and that such membrane test strips were used for acquiring the data 
of Table 2. 

Applicant respectfully disagrees with this assessment. It is apparent from the written 
description of the Rutanen reference that nitrocellulose membrane test strips in accord with 
Example 3 of Rutanen were not used to acquire the data of Table 2. Specifically, the reference 
states at paragraph 41 that 

'The IGFBP-1 concentrations shown in said tables were obtained using secretion samples 
extracted in 0.5 ml of buffer and the quantitative test IGFBP-1 IEMA Test Cat 10831 (Oy Medix 
Biochemica Ab, Finland)." 

The attached excerpt, pages 105 - 106, from Anderson and Cockayne, Clinical Chemistry: 
Concepts and Applications, Wavelend Press 2007, confirms that an IEMA test is not a lateral 
flow test. For example, as explained at page 105 of this reference, IEMA tests are a form of 
ELISA test wherein 

1 . polystyrene beads are coated with antigen specific to the target antibody by absorption 

2. sample solutions containing the antigen are incubated with the coated beads 

3. the amount of bound antigen is quantitated with an enzyme-conjugated antibody 

4. a wash step is performed to remove unbound antigen 

5. color change is proportional to the amount of bound enzyme-conjugate antigen 
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As stated at page 106, the bound enzyme-conjugate antigen on the substrate enables 
measurement based on color, and the assay may be performed in a laboratory with a 
spectrophotometer. 

In summary, IEMA tests are characterized by separation steps, quantitation based on color 
density and use of laboratory equipment. They are not lateral flow tests. In accord with the 
above description of an IEMA test, paragraph 53 of the Rutinen reference describes an IGFBP-1 
test involving a plastic bead wherein enzyme-labelled antibody and the antibody-coated bead are 
placed in a test tube and incubated, during which time a color may develop. After washing a 
quantitative value of concentration may be determined photometrically. 

While the Rutanin reference does describe use of a membrane strip at paragraph 80, there 
is no disclosure of using two such strips, one for a first sample provided at a first time and the 
other for a second sample provided at a second time 

wherein an abnormal difference between visually observable responses induced in the first test 
unit at the first time and induced in the second test unit at the second time, each based on binding 
of an antigen and an antibody, provides information about whether an adverse change in the 
health condition has occurred between the two times. 

Rather, the Rutanen reference only suggests a prior art laboratory-based test analogous to the 
ELISA test for hCG noted in applicant's specification. 

Further, the data of Table 2 in the Rutanen reference confirms use of a test procedure that 
indicates actual concentrations rather a test procedure that indicates whether threshold values of 
concentration have been exceeded. For this reason, the combination kit described in paragraph 
66 of the reference would not be suitable for acquiring the data of Table 2. In fact, by all 
appearances the test used for acquiring the data of Table 2 measures at least eight different levels 
ranging from 0.6 up to 8.8, and these appear to be arbitrary levels. That is, the data in Table 2 
corresponds to actual measured concentrations rather than predetermined threshold levels. 

Applicant submits that the above-noted distinctions, while presented with regard to claim 
10, provide a basis for allowance of all of the claims. That is, each of the other independent 
claims is allowable over the combination of Rutanen in view of Boehringer for reasons similar to 
those noted for claim 10. None of the prior art provides any recognition that one might use test 
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units or devices, which operate on the basis of lateral flow or capillary flow, for comparing 
visually observable responses from different samples acquired at different times. 

For all of the above reasons it is submitted that the final rejection is in error and 
allowance of the application is requested. 



Respectfully submitted, 



Dated: November 5, 2009 /Ferdinand M. Romano/ 

Ferdinand M. Romano 
Registration No. 32,752 
(407) 926-7722 



Beusse Wolter Sanks Mora & Maire, P.A. 
390 N. Orange Avenue, Suite 2500 
Orlando, FL 32801 

One Enclosure: two pages of text 

from Clinical Chemistry: Concepts 
and Applications 
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